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The search of the invention as instantly claimed in its entirety was not found burdensome 
by the examiner. However, applicant is reminded that a requirement for restriction can be made 
at any time before final action in the case at the discretion of the examiner. 

The information disclosure statement filed 22 February 2005 fails to comply with the 
provisions of 37 CFR 1.97, 1.98 and MPEP § 609 because the submission was unsigned. It has 
been placed in the application file, but the information referred to therein has not been 
considered as to the merits. Applicant is advised that the date of any resubmission of any item of 
information contained in this information disclosure statement or the submission of any missing 
element(s) will be the date of submission for purposes of determining compliance with the 
requirements based on the time of filing the statement, including all requirements for statements 
under 37 CFR 1.97(e). See MPEP § 609 subsection III, C(l). 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefore, subject to the conditions and 
requirements of this title. 

The following is a quotation of the first paragraph of 35 U.S.C. § 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

The specification is objected to under 35 U.S.C. § 1 12, first paragraph, as failing to 
provide an adequate written description of the invention, and failing to adequately teach how to 
make and/or use the invention, i.e. failing to provide an enabling disclosure. 
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Claims 1-47, 67-80, and 82-89 are rejected under 35 U.S.C. 101 because the claimed 
invention is not supported by either a specific, substantial, and credible asserted utility or a well- 
established utility. 

With regard to "specific" utility, an application must disclose an asserted use for the 
invention as claimed which provides a well-defined and particular benefit to the public, a use 
particular to the claimed subject matter and not generally applicable to a broad class of invention, 
and which is not so vague as to be meaningless. 

In order to satisfy the "substantial" utility requirement, an asserted use must show that the 
invention as claimed has a significant and presently available benefit to the public, a "real world" 
value. 

The claims are directed to screening methods of determining conjugates and agents 
affecting their formation, isolated conjugates, and methods of treatment using isolated conjugates 
or agents identified in the screening. 

Applicant urges that the isolated conjugates or agents could be used for therapy. As the 
intracellular function of the conjugates is not known (Malakhov et al., J. Biol. Chem. 278 : 
16608, 2003) and the extracellular conjugates have no known function and no diseases well- 
defined as associated therewith, and no guidance is provided in the specification for a currently 
available therapeutic use of the conjugates or agents, this is not seen as a substantial utility. 
Further unguided unpredictable experimentation would be required to define and refine a real 
world use for the conjugates or agents. 
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The screening methodology suggested in the instant application is disclosed as useful for 
the identification of target proteins conjugated to the interferon-stimulated gene of 15kDa 
(ISG15; ubiquitin cross-reactive protein) and the identification of candidate agents as to their 
potential future therapeutic function affecting conjugation and, thus, "characteristics" of the 
target protein. These are not specific or substantial asserted utilities. Inadequate guidance is 
presented for how to use the screening methodology because: the effects on the "characteristics" 
of the conjugated target protein, whether generically or specifically claimed, resulting from 
conjugation are not known and one would not know how to detect affects of agents on an 
unknown characteristic or exploit such changes for any treatment involving isolated conjugates. 
There is also nothing presented in the specification which would allow one to extrapolate from 
an in vitro conjugation assay system or treatment to the effect one would expect in situ (e.g. 
intracellularly) or in vivo . ISG15 conjugates lack an art accepted mode of action or a well 
established utility that would allow one to predict from an in vitro assay that any effect of any 
conjugate or agent determined in the screening assays would have an effect in vivo . For 
example, does the suggested assay correlate to another art accepted assay? Why would one 
skilled in the art accept the in vitro system as predictive or correctable to the intended in vivo 
system? Mere identification of binding to a polypeptide does not equate to binding in a manner 
that modulates whatever in vivo pathway, if any, that the polypeptide affects, nor does it provide 
any insight as to how one uses such identification in a treatment. As taught in Malakhov et al. (J. 
Biol. Chem. 278: 16608, 2003), the biochemical function of ISG 15 -modification of target 
proteins remains unknown (see e.g. page 16613). It is entirely unknown and unpredictable if 
extracellular conjugates would have any therapeutic functions. It would therefore seem 
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unpredictable which compounds, if any, identified with the suggested methodology will be 
eventually shown to have any function, particularly any therapeutic function. The disclosure is 
based on speculation that any composition identified with the in vitro screening method would be 
effective in vivo . There is no currently available specific benefit seen in the asserted utility of 
gathering data regarding formation of conjugates of unknown function. Moreover, the in vivo 
success of any therapeutic composition is dependent not only upon a particular mode of action 
but also upon adequate concentrations of drug reaching the desired site of activity. Applicant 
provides no guidance which would allow one to predict the function of any conjugate or any 
identified agent, particularly extracellularly and/or in vivo . There are many pharmacokinetic 
properties of drugs such as half-life, deactivation by the liver, binding to plasma proteins, rapid 
excretion, etc. that would need to be determined and set forth to establish in vivo function. One 
would not know how to use the screening methods as disclosed because one would not be 
assured of the ability to use any conjugate or any agent identified in the screening assays as a 
therapeutic agent in the absence of further unpredictable undue experimentation to establish a 
nexus between the in vitro methods and in vivo function of any identified conjugate or agent. 
Utilities that require or constitute carrying out further unpredictable experimentation to identify 
or reasonably confirm a "real world" context of use are not substantial utilities. 

Claims 1-47, 67-80, and 82-89 are rejected under 35 U.S.C. § 1 12, first paragraph. 
Specifically, since the claimed invention is not supported by either a specific, substantial, and 
credible asserted utility or a well established utility for the reasons set forth above, one skilled in 
the art clearly would not know how to use the claimed invention. 
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Claims 48-63 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention, and which was not described in the specification in such a 
way as to enable one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. Because, as set forth above, the intracellular 
function of particular conjugates is not known (see Malakhov et al.), the extracellular conjugates 
have no known function and no diseases well-defined as associated therewith, and no guidance is 
provided in the specification for a currently available diagnostic use of the conjugates, further 
unguided unpredictable experimentation would be required to define and refine appropriate 
patient populations or "malconditions" for a functional method for the diagnostic detection of the 
conjugates. 

A patent is granted for a completed invention, not the general suggestion of an idea and 
how that idea might be developed into the claimed invention. In the decision of Genentech Inc. 
v. Novo Nordisk, 42 USPQ 2d 1001 (CAFC 1997), the court held that: "[p]atent protection is 
granted in return for an enabling disclosure of an invention, not for vague intimations of general 
ideas that may or may not be workable" and that "[tjossing out the mere germ of an idea does not 
constitute enabling disclosure." The court further stated that: "when there is no disclosure of 
any specific starting material or of any of the conditions under which a process is to be carried 
out, undue experimentation is required; there is a failure to meet the enablement requirements 
that cannot be rectified by asserting that all the disclosure related to the process is within the skill 
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of the art", "[i]t is the specification, not the knowledge of one skilled in the art, that must supply 
the novel aspects of an invention in order to constitute adequate enablement." 

Claims 64-66 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention, and which was not described in the specification in such a 
way as to enable one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. 

The claims are drawn to a genus of antibodies of unknown structure and properties that 
bind to a genus of conjugates, only a few of which comprise known second target proteins, that 
are defined only by a first member of the conjugate to which the antibodies do not bind. In the 
absence of any guidance to antibodies which function as claimed, one would not know or be able 
to predict what structure or modifications were important and the amount of experimentation 
required to determine same would be undue. Note that even an enabling disclosure for the 
preparation and use of only a few analogs of a product does not enable all possible analogs 
where the characteristics of the analogs are unpredictable. Amgen Inc. v. Chugai Pharmaceutical 
Co. Ltd. (18 USPQ 2d 1027 (CAFC 1991)). Applicant is reminded that the written description 
provision of 35 USC 1 12 is severable from its enablement provision. In this regard, adequate 
written description requires more than a mere statement that a molecule is part of the invention 
and a reference to a potential method of isolating it. The compound itself is required. In The 
Reagents of the University of California v. Eli Lilly (43 USPQ2d 1398-1412), the court held that 
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a generic statement which defines a genus of molecules by only their functional activity does not 
provide an adequate written description of the genus. The court indicated that although 
applicants are not required to disclose every species encompassed by a genus, the description of 
a genus is achieved by the recitation of a representative number of molecules falling within the 
scope of the claimed genus. In the instant case, no members of the genus are described. 
Alternatively, to provide adequate written description and evidence of possession of a claimed 
genus, the specification must provide sufficient distinguishing identifying characteristics of the 
genus. The factors to be considered include disclosure of complete or partial structure, physical 
and/or chemical properties, functional characteristics when coupled with a known or disclosed 
structure/function correlation, or any combination thereof. In this case, the only factors present 
in the antibodies of the description and claims are a functional ability to bind conjugates of a 
known partial structure, but they are also not to bind the common known partial structure of the 
conjugate. There is no identification of any species of antibody or any particular portion of 
structure which must be preserved in the antigen or antibody. Accordingly, in the absence of 
sufficient recitation of distinguishing identifying characteristics of the antibodies or of the 
antigens, the specification does not provide adequate written description of the genus as claimed. 

As set forth above, a patent is granted for a completed invention, not the general 
suggestion of an idea and how that idea might be developed into the claimed invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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Claims 21, 22, 24, and 84 are rejected under 35 U.S.C. § 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

In claim 21, "use" is not a valid method step. 

In claim 22, "used" is not a valid method step. 

In claim 24, "used" is not a valid method step. 

Claim 84 is improper and unclear because it depends from itself. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. § 102 that form 
the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in 
this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1-7, 10, 11, 13-22, 25-31, 34, 35, 37-53, 55, 56, 58-64, 83, 85-88 are rejected 
under 35 U.S.C. § 102(a) as being clearly anticipated by Hamerman et al. (J. Immunol. 168 : 
2415, March 2002). 

Hamerman et al. teach methods and compositions meeting all of the limitations of the 
invention as instantly claimed. Conjugates were detected using Western blots and multiple 
antibodies binding thereto. Cells and animals were contacted with various agents and the effects 
on conjugate formation were determined. 
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Claims 1, 2, 7, 10, 11, 13, 14, 16, 19, 25, 26, 30, 31, 34, 35, 37-41, 43-49, 55, 56, 58, 60, 
61, 63, 67-70, and 72-89 are rejected under 35 U.S.C. § 102(b) as being clearly anticipated by 
Johnson et al. (Biol. Reprod. 58: 898, 1998). 

Johnson et al. teach methods and compositions meeting all of the limitations of the 
invention as instantly claimed. Conjugates were detected using Western blots and multiple 
antibodies binding thereto. Cells and animals were contacted with various agents and the effects 
on conjugate formation were determined, all proteins capable of being conjugated being 
detectable in the blots of the reference. Conjugates are taught to be secreted and thereby contact 
cells in culture and in patients. 

Claims 1, 2, 7-11, 13, 14, 16, 19, 25, 26, 30-35, 37-47, 67-70, 72-76, 78, and 82-88 are 
rejected under 35 U.S.C. § 102(b) as being clearly anticipated by Loeb et al. (J. Biol. Chem. 267: 
7806, 1992). 

Loeb et al. teach methods and compositions meeting all of the limitations of the invention 
as instantly claimed. Conjugates were detected using Western blots and polyclonal antibodies 
binding thereto. Cells from humans were contacted with various agents and the effects on 
conjugate formation were determined, all proteins capable of being conjugated being detectable 
in the blots of the reference. 



No claim is allowed. 
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The prior art made of record and not relied upon is considered pertinent to applicant's 



disclosure. 



Malakhov et al. (J. Biol. Chem. 278: 16608, 2003) teach the screening assay as instantly 
disclosed. As taught in the reference, the biochemical function of ISG15-modification remains 
unknown (see e.g. page 16613). 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James L. Grun, Ph.D., whose telephone number is (571) 272- 
0821. The examiner can normally be reached on weekdays from 9 a.m. to 5 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Long Le, SPE, can be contacted at (571) 272-0823. 

The phone number for official facsimile transmitted communications to TC 1600, Group 
1640, is (571)273-8300. 

Any inquiry of a general nature or relating to the status of this application, or requests to 
supply missing elements from Office communications, should be directed to the Group 
receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



James L. Grun, Ph.D. 
October 1,2005 




LONG V. LE 
SUPERVISORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 




